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AB A review. The glycation and oxidation of proteins/lipids leads to the 

generation of a new class of biol . active moieties, the advanced glycation 
endproducts (AGEs) . Recent studies have elucidated that 
carboxymethyl lysine (CML) adducts of proteins/lipids are a highly 
prevalent AGE in vivo. CML-modified adducts are signal transduction 
ligands of the receptor for AGE (RAGE) , a member of the Ig superfamily. 
Importantly, CML-modified adducts accumulate in diverse settings. In 
addition to enhanced formation in settings of high glucose, these adducts 
form in inflammatory milieu. Studies performed both in vitro and in vivo 
have suggested that the proinf lammatory/tissue destructive consequences of 
RAGE activation in the diabetic/inflamed environment may be markedly 
attenuated by blockade of the ligand-RAGE axis. Here, we will summarize 
the known consequences of RAGE activation in the tissues and highlight 
novel areas for therapeutic intervention in these disease states. 
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AB This invention provides for a method for inhibiting new tissue growth in 
blood vessels in a subject, wherein the subject experienced blood vessels 
injury, which comprises administering to the subject a pharmaceutical ly 
effective amount of an inhibitor of receptor for advanced 
glycation endproduct (RAGE) so as to inhibit new tissue 
growth in the subject's blood vessels. The invention also provides for 
method for inhibiting neointimal formation in blood vessels in a subject, 
wherein the subject experienced blood vessel injury, which comprises 
administering to the subject a pharmaceutical^ effective amount of an 
inhibitor of receptor for advanced glycation 

endproduct (RAGE) so as to inhibit neointimal formation in the 
subject's blood vessels. The invention also provides a method for 
preventing exaggerated restenosis in a diabetic subject which 
comprises administering to the subject a pharmaceutical ly effective amount 
of an inhibitor of receptor for advanced 
glycation endproduct (RAGE) so as to prevent exaggerated 
restenosis in the subject. In the example provided, a significant 
reduction in neointimal area was observed in fatty Zucker rats treated with 
soluble 

receptor for advanced glycation 

endproduct following carotid artery injury. 
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AB The incidence and severity of atherosclerosis is increased in patients 

with diabetes. Indeed, accelerated macrovascular disease in diabetic 

patients has emerged as a leading cause of morbidity and mortality in the 


United States and worldwide. Multiple investigations have suggested that 
there are numerous potential contributory factors that underlie these 
observations. Our laboratory has focused on the contribution of 
receptor for advanced glycation 

endproducts (RAGE) and its proinflammatory ligands, advanced 
glycation endproducts (AGEs) and SlOO/calgranulins in vascular 
perturbation, manifested as enhanced atherogenesis or accelerated 
restenosis after angioplasty. In rodent models of diabetic 
complications, blockade of RAGE suppressed vascular hyperpermeability, 
accelerated atherosclerotic lesion area and complexity in diabetic 
apolipoprotein E-deficient mice, and prevented exaggerated neointimal 
formation in hyperglycemic fatty Zucker rats subjected to injury of the 
carotid artery. In this review, we summarize these findings and provide 
an overview of distinct mechanisms that contribute to the development of 
accelerated diabetic macrovascular disease. Insights into therapeutic 
strategies to prevent or interrupt these processes are presented. 
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AB HMG1 (high mobility group 1) is a ubiquitous and abundant chromatin 

component. However, HMG1 can be secreted by activated macrophages and 
monocytes, and can act as a mediator of inflammation and endotoxic 
lethality. Here we document a role of extracellular HMG1 in cell 
migration. HMG1 (and its individual DNA-binding domains) stimulated 
migration of rat smooth muscle cells in chemotaxis, chemokinesis , and 
wound healing assays. HMG1 induced rapid and transient changes of cell 
shape, and actin cytoskeleton reorganization leading to an elongated 
polarized morphology typical of motile cells. These effects were 
inhibited by antibodies directed against the receptor of 
advanced glycation endproducts, indicating 
that the receptor of advanced glycation 

endproducts is the receptor mediating the HMG1 -dependent migratory 
responses. Pertussis toxin and the mitogen-activated protein kinase 
kinase inhibitor PD98059 also blocked HMGl-induced rat smooth muscle cell 
migration, suggesting that a G(i/o) protein and mitogen-activated protein 
kinases are required for the HMG1 signaling pathway. We also show that 
HMG1 can be released by damage or necrosis of a variety of cell types, 
including endothelial cells. Thus, HMG1 has all the hallmarks of a 
molecule that can promote atherosclerosis and restenosis after 
vascular damage. 
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